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Period for Reply 



A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) FROM 
THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 .136(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

- If the period for reply specified above is less than thirty (30) days, a reply within the statutory minimum of thirty (30) days will be considered timely. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 133). 
Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1 .704(b). 

Status 

1 )^ Responsive to communication(s) filed on 02 December 2009 . 
2a )^ This action is FINAL. 2b)^ This action is non-final. 

3) n Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 11, 453 O.G. 213. 

Disposition of Claims 

4) ^ Claim(s) 1-9,16-18, 28, 29,35,36 and 39-1 03 is/are pending in the application. 

4a) Of the above claim(s) 48-51 and 55-91 is/are withdrawn from consideration. 

5) n Claim(s) is/are allowed. 

6) |EI Claim(s) 1-9, 16-18,28,29,35,36,39-47,52-54 and 92-103 is/are rejected. 
?)□ Claim(s) is/are objected to. 

8) n Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) n The specification is objected to by the Examiner. 

10)0 The drawing(s) filed on is/are: a)^ accepted or b)^ objected to by the Examiner. 

Applicant may not request that any objection to tlie drawing(s) be lield in abeyance. See 37 CFR 1.85(a). 

Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1.121(d). 
1 !)□ The oath or declaration is objected to by the Examiner. Note the attached Office Action or form PTO-152. 

Priority under 35 U.S.C. § 119 

12)n Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 1 19(a)-(d) or (f). 
a)n All b)n Some * c)^ None of: 

1 .□ Certified copies of the priority documents have been received. 

2. \Z\ Certified copies of the priority documents have been received in Application No. . 

3. n Copies of the certified copies of the priority documents have been received in this National Stage 

application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 
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DETAILED ACTION 

The receipt is acl<nowledged of applicants' amendnnent and IDS filed 12/02/2009. 
Claims 1-9, 16-18, 28-31, 35-37 and 39-91 previously presented. 
Claims 30, 31 and 37 are currently canceled. 
Claims 94-103 currently added. 

Claims 1-9, 16-18, 28-29, 35-36 and 39-103 are pending. 

Claims 48-51, 55-91 are identified as withdrawn. However, the full text of the 
claims is not presented in the copy of the claims. Since applicants did not indicate their 
response that the claims are canceled, and in order to advance the prosecution, the 
claims are considered withdrawn, and complete listing of all the claims with the correct 
identifier is required. 

Claims 1-9, 16-18, 28-29, 35-36, 39-47, 52-54 and 92-103 are included in the 
prosecution. 
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Rejections and/or objections not reiterated from previous office actions are 
liereby witlidrawn. Tlie following rejections and/or objections are either reiterated or 
newly applied. They constitute the complete set presently being applied to the instant 
application. 

Claim Rejections - 35 USC § 102 

1 . The following is a quotation of the appropriate paragraphs of 35 U.S.C. 1 02 that 
form the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public 
use or on sale in this country, more than one year prior to the date of application for patent in the United 
States. 

2. Claims 1-5, 35, 39-42, 52, 53, 92-97 are rejected under 35 U.S.C. 102(b) as 
being anticipated by Miranda et al. (US 5,474,783, provided in IDS filed 09/26/2001). 

The present independent claims 1 , 35, 92, 95 are directed to a transdermal drug 
delivery composition comprising: (a) a copolymer comprising (i) one or more A 
monomers selected from the group consisting of alkyi acrylates containing 4 to 12 
carbon atoms in the alkyI group and alkyI methacrylates containing 4 to 12 carbon 
atoms in the alkyI group; and (ii) one or more ethylenically unsaturated B monomers 
copolymerizable with the A monomer; and (b) about 8% to about 30% by weight 
fentanyl based on the total weight of the composition; wherein the composition is free of 
undissolved fentanyl. The claimed component selected from the group consisting of 
delivery enhancing adjuvants, tackifiers, plasticizers, and combinations thereof, is an 
optional component. 
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Miranda disclosed transdermal drug delivery device that permits selectable 
loading of drug into dermal formulation and adjustment of delivery rate the drug from the 
composition through the dermis, while maintaining acceptable shear, tack, and peel 
adhesive properties (abstract). The drug can be loaded in the dermal formulation from 
0.3-50% (col. 8, line 65-col.9, line 8). The dermal formulation comprises up to 96% 
polyacrylate copolymers (col.4, lines 6-12). The polyacrylate copolymer comprises alkyi 
acrylate monomer including isooctyl acrylate copolymerized with monomer having 
functional groups including hydroxyethyl acrylate (col. 9, lines 21-59). One of the 
preferred drug to be delivered by this transdermal device is fentanyl as evident by claim 
27 of the reference. The reference does not teach undissolved drug in the system, i.e. 
free from undissolved fentanyl. The reference disclosed transdermal device comprising 
backing layer and release liner (figure 1). The dermal formulation comprises permeation 
enhancer in a concentration up to 20% and includes isopropyl myristate, and glycols 
(col. 13, lines 5-24; col. 14, lines 5-10). The reference teaches the dermal formulation is 
adhesive and is adhered to a backing layer (col.4, lines 29-35; figures). 



Claim Rejections - 35 USC § 103 

3. The following is a quotation of 35 U.S.C. 1 03(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or deschbed as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the phor art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 
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4. The factual inquiries set fortli in Graham v. John Deere Co., 383 U.S. 1 , 148 
USPQ 459 (1966), tliat are applied for establishing a background for determining 
obviousness under 35 U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating 
obviousness or nonobviousness. 

5. This application currently names joint inventors. In considering patentability of 
the claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of 
the various claims was commonly owned at the time any inventions covered therein 
were made absent any evidence to the contrary. Applicant is advised of the obligation 
under 37 CFR 1 .56 to point out the inventor and invention dates of each claim that was 
not commonly owned at the time a later invention was made in order for the examiner to 
consider the applicability of 35 U.S.C. 1 03(c) and potential 35 U.S.C. 1 02(e), (f) or (g) 
prior art under 35 U.S.C. 103(a). 

6. Claims 1 -9, 1 6-1 8, 28-29, 35-36, 39-47, 52-54 and 92-1 03 are rejected under 35 
U.S.C. 103(a) as being unpatentable over Miranda et al. (US 5,474,783, provided in IDS 
filed 09/26/2001) in view of Garbe et al. (WO 96/08229, provided in IDS filed 
08/27/2002). 



Applicant Claims 
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The present independent claims are directed to a transdermal drug delivery 
composition comprising: (a) a copolymer comprising (i) one or more A monomers 
selected from the group consisting of alkyi acrylates containing 4 to 12 carbon atoms in 
the alkyI group and alkyI methacrylates containing 4 to 12 carbon atoms in the alkyI 
group; and (ii) one or more ethylenically unsaturated B monomers copolymerizable with 
the A monomer; and (b) about 8% to about 30% by weight fentanyl based on the total 
weight of the composition; wherein the composition is free of undissolved fentanyl. The 
claimed component selected from the group consisting of delivery enhancing adjuvants, 
tackifiers, plasticizers, and combinations thereof, is an optional component. 

Determination of the Scope and Content of the Prior Art 
(IVIPEP §2141.01) 

Miranda teaches transdermal drug delivery device that permits selectable loading 
of drug into dermal formulation and adjustment of delivery rate the drug from the 
composition through the dermis, while maintaining acceptable shear, tack, and peel 
adhesive properties (abstract). The drug can be loaded in the dermal formulation from 
0.3-50% (col. 8, line 65-col.9, line 8). The dermal formulation comprises up to 96% 
polyacrylate copolymers (col.4, lines 6-12). The polyacrylate copolymer comprises alkyI 
acrylate monomer including isooctyl acrylate copolymerized with monomer having 
functional groups including hydroxyethyl acrylate (col. 9, lines 21-59). One of the 
preferred drug to be delivered by this transdermal device is fentanyl as evident by claim 
27 of the reference. The reference does not teach undissolved drug in the system, i.e. 
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free from undissolved fentanyl. Tlie reference disclosed transdermal device comprising 
backing layer and release liner (figure 1). The dermal formulation comprises permeation 
enhancer in a concentration up to 20% and includes isopropyl myristate, and glycols 
(col. 13, lines 5-24; col. 14, lines 5-10). The reference teaches the dermal formulation is 
adhesive and is adhered to a backing layer (col .4, lines 29-35; figures). 

Ascertainment of the Difference Between Scope the Prior Art and the Claims 
(IVIPEP §2141.012) 

Although Miranda teaches copolymers of functional and non-functional 
monomers to form the polyacrylate of the dermal formulation, however, the reference 
does not exemplify the copolymer. Miranda further does not teach macromonomer as 
claimed by claims 7-9, 98, or ratios of monomers and macromonomers in the copolymer 
as claimed by claims 6, 17, 18, 36, and 98. Miranda does not teach the specific 
enhancers as claimed by claims 43-47, 102. 

The missing elements from Miranda were all taught by Garbe, as well as the 
claimed copolymer without polysiloxane. 

Garbe teaches a transdermal drug delivery device comprising a backing and a 
matrix comprising a copolymer, a softener and a drug (page 2, lines 5-23). The 
copolymer comprises 40-90% of one or more A monomers selected from the group 
consisting of alkyi acrylates containing 4 to 10 carbon atoms in the alkyi group and alkyi 
methacrylates containing 4 to 10 carbon atoms in the alkyi group and up to 60% of one 
or more ethylenically unsaturated B monomers copolymerizable with the A monomers. 
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The composition furtlier comprises more tlian 30% of a macromonomer 
copolymerizable witli tlie A and B monomers (page 2, lines 5-23). Tlie A monomers are 
tauglit on page 4, lines 3-14 with isooctyl acrylate preferred. The B monomers are 
taught on page 4, line 15 through page 5, line 12, with hydroxyethyl acrylate preferred. 
The macromonomers are taught on page 5, line 13 through page 8, line 28. 
Polymethylmethacrylate macromonomers are preferred (page 6, lines 17-18). Example 
of page 19 teaches copolymer comprising 55% isooctyl acrylate, 40% hydroxyethyl 
acrylate and 5% polymethylmethacrylate, as claimed by applicants. The softeners of the 
delivery device affect skin penetration rate and include fatty acids, fatty alcohols, fatty 
acid esters such as methyl laurate and tetraglycols (page 8, line 29 - page 10, line 15). 
Softeners can be included in amounts up to 60% by weight of the matrix (page 10, lines 
7-15). Garbe further contemplates various drugs for delivery by the device including 
analgesics such as fentanyl (page 12, line 28). The drug is present in the transdermal 
device in an amount of about 0.01 to about 30 percent by weight (page 1 3, lines 1 6-1 8). 
Also, the drug is substantially fully dissolved, and the matrix is substantially free of solid 
undissolved drug (page 13, line 18-20). The transdermal device comprising the 
pressure sensitive adhesive taught by Garbe allows dissolution of drug and relatively 
heavy loading with oily excipients, maintains contact with skin, and can be removed 
cleanly from the skin (page 3, lines 1 1 -1 5). 



Finding of Prima Facie Obviousness Rational and IVIotivation 
(IVIPEP §2142-2143) 
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Therefore, it would liave been obvious to one liaving ordinary sl<ill in tlie art at 
tlie time of tlie invention to provide transdermal composition to deliver fentanyl wherein 
the composition comprises a copolymer comprising monomers selected from the group 
consisting of alkyi acrylates and alkyi methacrylates; and unsaturated monomers; and 
about 0.3% to about 50% by weight fentanyl; wherein the composition is free of 
undissolved fentanyl and further comprising permeation enhancer as taught by Miranda, 
and further select copolymer having 55% isooctyl acrylate, 40% hydroxyethyl acrylate 
and 5% polymethylmethacrylate, without polysiloxane, as taught by Garbe, and replace 
the permeation enhancer with enhancer selected from tetraglycol and methyl laurate as 
taught by Garbe. One would have been motivated to do so because Garbe teaches that 
transdermal device comprising such copolymer made of functional and non-functional 
monomers and macromonomers in specific ratios, and further comprises permeation 
enhancer allows dissolution of drug and provides matrix that is substantially free of solid 
undissolved drug, and further the copolymer maintains contact with skin, and can be 
removed cleanly from the skin. One would reasonably expect formulating transdermal 
composition to deliver fentanyl comprising copolymer comprising 55% isooctyl acrylate, 
40% hydroxyethyl acrylate, 5% polymethylmethacrylate and the composition further 
containing enhancer selected from tetraglycol and methyl laurate wherein the 
composition allows dissolution of fentanyl and is free of undissolved fentanyl, and 
meanwhile the composition has good skin contact adhesion and cleanly removed from 
the skin. The polymer composition taught by the combination of Miranda and Garbe 
does not necessarily contain polysiloxane. 
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Absent any evidence to tlie contrary, and based upon tlie teacliings of tlie prior 
art, tliere would liave been a reasonable expectation of success in practicing the 
instantly claimed invention. Therefore, the invention as a whole would have been prima 
facie obvious to one of ordinary skill in the art at the time the invention was made. 

Response to Arguments 

7. Applicant's arguments filed 12/02/2009 have been fully considered but they are 
not persuasive. 

Applicants argue that the amended claims distinguish Miranda because they 
exclude the presence of the polysiloxane polymer that is a key component in each of 
Miranda's drug delivery compositions. Garbe does not cure the deficiencies of Miranda. 
The amended claims overcome the outstanding rejections over Miranda, alone or in 
combination with Garbe. Consequently, with the exception of new claims 95-97, 
applicants decline to amend the claims further to limit the composition of the 
acrylate/methacrylate copolymer by replacing "comprising" with "of" . 

The examiner believes that applicant meant the bolded underlined sentence to 
read as replacing "comprising" with "consisting of" . 

In response to applicants' argument above, it is argued that the expression 
"consisting essentially of limits the scope of the claim to the specified ingredients, and 
those that do not materially affect the basic and novel characteristics of the composition. 
In re Janakirama-Rao, 317 F 2d 951 , 137 USPQ 893 (CCPA 1963). When applicant 
contends that modifying components in the reference's composition are excluded by the 
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recitation of "consisting essentially of, applicant has the burden of showing the basic 
and novel characteristics of the claimed composition, i.e. showing that the introduction 
of these components would materially change the characteristics of applicant's 
composition. In re De Lajarte, 337 F 2d 870, 143 USPQ 256 (CCPA 1964). Applicants 
disclosed in their specification, page 7, lines 20-25, that polysiloxanes are suitable 
pressure sensitive adhesive for their invention. Nothing of record shows that 
polysiloxanes have detrimental effect on the acrylate polymer of the invention. Garbe 
teaches that acrylates can be used without polysiloxanes adhesives. The copolymer 
instantly claimed was known in the art at the time of the invention. Further, it has been 
held that omission of an element and its function is obvious if the function of the element 
is not desired. Ex parte Wu, 10 USPQ 2031 (Bd. Pat. App. & Inter. 1989). See also /n re 
Larson, 340 F.2d 965, 144 USPQ 347 (CCPA 1965); and In re Kuhle, 526 F.2d 553, 
188 USPQ 7 (CCPA 1975). Regarding claims 95-97, the claimed copolymer is taught by 
both Miranda and Garbe. The combination of Miranda and Garbe would result in 
composition comprising copolymer of 55% isooctyl acrylate and 40% hydroxyethyl 
acrylate; and 5% polymethylmethacrylate, and no polysiloxane. 

Conclusion 

8. Applicant's amendment necessitated the new ground(s) of rejection presented in 
this Office action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP 
§ 706.07(a). Applicant is reminded of the extension of time policy as set forth in 37 
CFR 1.136(a). 
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A shortened statutory period for reply to tin is final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1 .136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the date of this final action. 



Correspondence 

9. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Isis A. Ghali whose telephone number is (571 ) 272- 
0595. The examiner can normally be reached on Monday-Thursday, 6:30 AM to 5:00 
PM. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Sharmila Landau can be reached on (571) 272-0614. The fax phone 
number for the organization where this application or proceeding is assigned is (571)- 
273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
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For more information about tlie PAIR system, see littp://pair-direct. uspto.gov. Sliould 
you liave questions on access to tlie Private PAIR system, contact tlie Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). 

/Isis AGhali/ 

Primary Examiner, Art Unit 1 61 1 

IG 



